Relb acts downstream of medullary thymic epithelial stem cells and is
The Generation Of RANK+ Medullary Thymic Epithelial Cell Progenitors", which you submitted to the European Journal of Immunology, has been reviewed.
The comments of the referees are included at the bottom of this letter. Although the referees have recommended publication, some revisions to your manuscript have been requested. Therefore, I invite you to respond to the comments of the referees and revise your manuscript accordingly.
You should also pay close attention to the editorial comments included below. **In particular, please edit your figure legends to follow Journal standards as outlined in the editorial comments. Failure to do this will result in delays in the re-review process.** If the revision of the paper is expected to take more than three months, please inform the editorial office.
Revisions taking longer than six months may be assessed by new referee(s) to ensure the relevance and timeliness of the data.
Once again, thank you for submitting your manuscript to European Journal of Immunology. We look forward to receiving your revision. Although it is well established that mTEC development and medulla formation is controlled by the RANK-mediated NFkB signaling, the exact sequence of events controlling mTEC lineage specification and their subsequent development is still poorly understood, especially at a molecular level.
To better address these questions, Baik et al utilized RANK-Venus reporter mice and analyzed mTEC ontogeny during embryonic development.
Indeed, their data demonstrate that the early Cld3,4hi SSEA1+ mTEC progenitors precede RANK+ mTEC progenitor population and that their generation does not depend on the expression of Foxn1 "the master regulator of thymic epithelial development". These results therefore collectively suggest that mTEC lineage specification occurs independently of Foxn1 and NFkB signaling. Instead, NFkB signals seem to be critical for the downstream events giving rise to RANK+ mTEC progenitors.
Although the study is brief, the conclusions are innovative and are well supported by experimental evidence.
Thus it is well suited for publication in EJI.
I don't have any major comments or concerns, only a few minor points for consideration:
1) Throughout the paper, the authors use the term SSEA1+ mTEC stem cells, first described and characterized by Sekai et al. I believe that this term is a bit unfortunate and should not be used. Although the Cld3,4hi SSEA1+ cell population was found to have a self-renewing potential and can give rise to the whole mTEC lineage, it is, nevertheless, a uni-potent progenitor. One of the hallmarks of stem cells is their ability to differentiate into several different lineages. Therefore I suggest to refer to these cells as early or earliest self-renewing unipotent mTEC progenitors or "mTEC stem cells".
2) There are several typing errors throughout the text; e.g. page 8, line 50 "which the enable triggering", etc.
3) Since the report is brief, the authors could include a graphical illustration of the sequence of events in mTEC specification and subsequent development First Revision -authors' response -15-Jan-2016
Reviewer 1.
1.We have now altered the sentences on page 5 line 49 and page 6 line 12 to take into account the reviewers suggestion.
2. We now also comment on the RANK Venus+Cld3,4-SSEA-1-cells (Fig. 1A ) on page 5.
3. We have now reworded the sentence on page 8, line 46.
